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4) ^ Claim(s) 1-55 is/are pending in the application. 

4a) Of the above claim(s) 1-44.47-49.54 and 55 is/are withdrawn from consideration. 
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DETAILED ACTION 

Election/Restrictions 
Applicant's election with traverse of group 38 drawn to a histidine rich 
glycoprotein polypeptide coupled to a detectable marker in the reply filed on 10/27/2004 
is acknowledged. The traversal is on the ground(s) that the elected protein and nucleic 
acid encoding the elected protein should be examined together because the recent 
court ruling, i.e. In re Wallach held that the technology has developed that the complete 
amino acid sequence of a protein may put one in possession of the genus of DNA 
sequence encoding it. This is not found persuasive because the elected claims do not 
describe any protein structure, that could go back to DNA sequence encoding the 
claimed protein. The polypeptide of group and polynucleotide of group are patentably 
distinct inventions for the following reasons. Polypeptides, which are composed of 
amino acids, and polynucleotides, which are composed of purine and pyrimidine units, 
are structurally distinct molecules; any relationship between a polynucleotide and 
polypeptide is dependent upon the information provided by the nucleic acid sequence 
open reading frame as it corresponds to the primary amino acid sequence of the 
encoded polypeptide. Searching the inventions of the two groups together would 
impose a serious search burden. In the instant case, the search of the polypeptides 
and the polynucleotides are not coextensive. The inventions of the two groups have a 
separate status in the art as shown by their different classifications. There is search 
burden also in the non-patent literature. Prior to the concomitant isolation and 
expression of the sequence of interest there may be journal articles devoted solely to 
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polypeptides which would not have described the polynucleotide. Similarly, there may 
have been "classical" genetics papers which had no knowledge of the polypeptide but 

spoke to the gene. Searching, therefore is not coextensive. This search requires an 

extensive analysis of the art retrieved in a sequence search and will require an in-depth 
analysis of technical literature. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 1-44, 47, 48, 49, new claims 54 and 55 (these claims belong to group 40, 
drawn to nucleic acid in the Office action mailed on 09/27/2004) are withdrawn from 
further consideration pursuant to 37 CFR 1 .142(b), as being drawn to a nonelected 
invention there being no allowable generic or linking claim (see the attached interview 
summary with Dr. Teresa Lavoie on 01/05/2005 for the reason for withdrawal of claim 
47. 

Claims 51-55 are new. Claims 1-55 are pending. Claims 45, 46, and 50-53 are 
examined on merits. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 45, 46, and 51-53 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to enable one skilled in the art to which it pertains, or with which it is most nearly 
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connected, to use the invention. The claims are interpreted as drawn to a substantially 
pure HRGP (histidine-rich glycoprotein) polypeptide coupled to a detectable marker. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 1 ) nature of the invention, 2) state of the prior art, 3) 
relative skill of those in the art, 4) level of predictability in the art, 5) existence of working 
examples, 6) breadth of claims, 7) amount of direction or guidance by the inventor, and 
8) quantity of experimentation needed to make or use the invention. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

This rejection is made because the claims 45, 51-53 are interpreted as drawn to 
HRGP polypeptide coupled to a detectable marker, and claim 46 is drawn to HRGP 
polypeptide coupled to a toxin. 

The specification at the paragraph bridging page 7 and 8 defines that HRGP 
polypeptide to include not only the full-length protein but also include polypeptide that 
include any 6 or more amino acid residues of any portion of an art known HRGP 
sequence. The specification at page 18 discloses: 

HRGP polypeptides may be coupled to a detectable marker useful for in vivo imaging to image areas of 
neovascularization. HRGP polypeptide may be labeled with a detectable moiety such as a radio-opaque agent 
or radioisotope and administered to a host, preferably into the bloodstream, and the presence and location of the 
labeled HRGP polypeptide is assayed. The HRGP polypeptide may be labeled with any moiety that is detectable 
in a host, whether by nuclear magnetic resonance, radiology, or other detection means known in the art. 

The above disclosure implies that the HRGP might be present near where 
neovascularization occurs. This assertion appears to mirror the finding by Simantov et 
a!., (IDS, J. Clin. Invest. Vol. 107, pages 45-52) who disclose at Fig. 6 that HRGP 
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polypeptide is involved in angiogenesis by inhibiting the antiangiogenic effect of TSP. 
However, Simantov et al., teach at page 47, left column under the heading 
"lmmunohistochemistry\ and Fig. 2 legend that in order to detect the HRGP polypeptide 
that might be involved in angiogenesis or neovascularization, an anti-HRGP antibody is 
used, not HRGP coupled to a detectable label. The specification does not teach 
whether the full length HRGP polypeptide coupled to a detectable marker, let alone the 
a reasonable number of species encompassed by HRGP polypeptides coupled to a 
detectable marker could be used to detect neovascularization using an in vivo imaging. 
As for claim 46, the specification at page 19 lines 1-16 discloses: 

HRGP coupled to a toxin may be used as a therapeutic agent to target the HRGP receptor. HRGP polypeptides 
may be coupled to any toxic polypeptide that mediates a cytotoxic effect within the cytoplasm of a cell by 
procedures well known in the art. Preferred toxic polypeptides include ribosome inactivating proteins, e.g., plant 
toxins such as an A chain toxin (e.g., ricin A chain), saporin, bryodin, gelonin, abrin, or pokeweed antiviral protein 
(PAP), fungal toxins such as .alpha.-sarcin, aspergillin, or restrictocin, bacterial toxins such as diphtheria toxin 
(DT) or Pseudomonas exotoxin A, or a ribonuclease such as placental ribonuclease or angiogenin. Other useful 
toxic polypeptides are the pro-apoptotic polypeptides, e.g., Bax, Bad, Bak, Bim, Bik, Bok, or Hrk. Furthermore, 
more than one functional fragment (e.g. 2, 3, 4, 6, 8, 10, 15, or 20) of one or more (e.g., 2, 3, 4, or 6) toxins can 
be coupled to HRGP. Where repeats are included, they can be immediately adjacent to each other, separated by 
one or more targeting fragments, or separated by a linker peptide as described above. The invention also 
includes functional fragments of any of these polypeptides coupled to an HRGP polypeptide. 

Isolation of the HRGP Receptor 
The invention further encompasses a method for identifying receptors specific for HRGP polypeptides and the 
receptor molecules identified and isolated thereof. Using techniques well known in the art, HRGP peptides may 
be employed to develop affinity columns for the isolation of the HRGP receptor from cell lysates. Isolation of the 
HRGP receptor is followed by amino acid sequencing. From this amino acid sequence information, 
polynucleotide probes can be developed for use in cloning polynucleotide sequences that encode the HRGP 
receptor. 

The specification does not even establish whether a receptor for HRGP exists. 
Further, the specification at paragraph [0029] discloses that "HRGP polypeptides may 
be administered to subjects in whom it is desired to inhibit angiogenesis". Comparing 
this disclosure to the disclosure at page 18 (quoted above) of the specification, it is not 



clear whether HRGP inhibits or enhance neovascularization. According to Simantov et 
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al., (cited above), it appears that HRGP increases angiogenesis by disrupting the 
function of TSP-1. 

Considering the state of art and the limited teaching of the specification about in 
vivo imaging of neovascularization using the instant claimed product, it is concluded that 
one skilled in the art would have reasons to question the efficacy of the claimed product 
for in vivo imaging. In the absence of working example or other evidence of the claimed 
product's effectiveness for in vivo imaging, it is concluded that undue experimentation 
would be required to practice the invention as claimed. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 45, 51 , 52, and 53 are rejected under 35 U.S.C. 102(b) as being b by 
anticipated by Borza etal., (AM of IDS filed on 07/19/2002, 1996, Biochemistry, vol. 35, 
pages 1925-34). 

Claims 45, 51 , 52, and 53 are interpreted as drawn to a substantially pure 
histidine-rich glycoportein polypeptide coupled to a detectable marker, wherein said 
polypeptide is an HRGP fragment (claim 51 ), wherein fragment comprises the central 
domain of intact HRGP (claim 52), wherein the HRGP fragment comprises at least one 
tandem repeat of the pentapeptide [H/P]- [H/PJPHG (claim 53). 



Application/Control Number: 10/067,093 Page 7 

Art Unit: 1642 

Borza et al., teach at Fig. 4 a substantially pure histidine-rich glycoportein 
polypeptide or various fragments coupled to a detectable marker (note the proteins in 
the SDS-PAGE are coupled to a detectable marker of Coomassie Brilliant Blue for 
detection), wherein the fragment comprises the central domain of intact HRGP (note), 
wherein the HRGP fragment comprises at least one tandem repeat of the pentapeptide 
[H/P]- [H/P]PHG "the central, histidine-proline-rich domain, which contains 15 tandem 
repeats of the pentapeptide [H/P]-[H/P]PHG" (note line 2 of the abstract, and Fig. 3 for 
the diagram of the protein, and Lane A, and E of Fig. 4). 

Claims 45, 51 , 52, and 53 are rejected under 35 U.S.C. 102(b) as being b by 
anticipated by Saez et al., (Biochemistry, Feb 28, 1995, Vol. 34, issue 8, pages 2496- 
503) as evidenced by Borza et al (cited above). 

Claims 45, 51 , 52, and 53 are interpreted as drawn to a substantially pure 
histidine-rich glycoportein polypeptide coupled to a detectable marker, wherein said 
polypeptide is an HRGP fragment (claim 51), wherein fragment comprises the central 
domain of intact HRGP (claim 52), wherein the HRGP fragment comprises at least one 
tandem repeat of the pentapeptide [H/P]- [H/P]PHG (claim 53). 

Saez et al., teach l 125 -labeled human and rabbit HPRPs. Since claim 51 does 
not have the transitional phrase, the claim is broadly interpreted as drawn to the 
polypeptide comprising an HRGP fragment as the minimal requirement. Thus, this 
claim also reads on the full-length HRGP of either the human or rabbit HRGP protein. 
As for claims 52, and 53, Borza et al., at Fig. 2 at page 1929 teach that both human and 
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rabbit protein comprises the central domain and also the pentapeptide [H/P]- [H/P]PHG. 
Note the scope of claims 52, and 53 encompasses the full-length protein because of the 
transitional phrase "comprising". The full length protein comprises at least one tandem 
repeat of the pentapeptide [H/P]- [H/P]PHG. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MISOOK YU, Ph.D. whose telephone number is 571- 
272-0839. The examiner can normally be reached on 8 A.M. to 5:30 P.M., every other 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey C Siew can be reached on 571-272-0787. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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